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Qajms 

■ d • 1 : Use of a compound according to Formula (I) 



R 5 




the pharrnaceutically acceptable acid or base addition salts thereof* the 
stereochemically isomeric forms thereof, the tautomeric forms thereof and the 
N-oxide forms thereof, for the manufacture of a medicament for use in the 
prevention and/or treatment of central nervous system disorders, wherein : 
10 A=B is C=O t C=N-R 6 wherein R 6 is hydrogen or cyano, C=S, S-O, SO z 

and C=CR 7 R 8 wherein R 7 and R* each independently are hydrogen, 

nitro or aJkyl ; 
X is a covalent bond, -CH2- or CH2CH2- ; 

R 1 is hydrogen, hydroxy, alkyloxy, alkylcarbonyloxy, Ar-oxy, Het-oxy, 
1 5 Ar-carbonyloxy, Het-carbonyloxy, Ar-alkyloxy, Het-alkyloxy, alkyl, 

polyhaloalkyl. alkyloxyalkyl, Ar-alkyl, Het-alkyl, Ar, Het, thio, 
alkylthio, Ar-thio, Het-thib or NR*R 10 wherein R 9 and R 10 each 
independently are hydrogen, alkyl, Ar, Ar-alkyl, Het, Het-alkyl, Ar- 
carbonyl, alkylcarbonyl, Het-carbonyl or alkyloxycarbonylalkyl ; 
20 or A-B and R 1 together form an optionally substituted semi-aromatic 

or aromatic carbocyclic or heterocyclic radical Het 2 or Her 3 ; 
R 2 is hydroxy, aJkyloxy, alkylcarbonyloxy, phenyloxy, 

phenytcarbonyloxy, halo, cyano, alkyl, polyhaloalkyJ, alkyloxyalkyl, 
formyl, carboxy, alkylcarbonyl, alkyloxycarbonyl, aminocarbonyl, 
25 mono- or dialkylarninocarbonyl, phenyl, nitro, amino, mono- or 

dialkyl-araino. thio or alkylthio ; 
R 3 is alkyl, Ar, Ar-alky], Ar-alkenyl, Ar-carbonyl, Het, Het-alkyl, Het- 
alkenyl or Het-carbonyl ; 
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R 4 , R* each independently is hydrogen, alky], carboxy; aminocarbonyl, 

alkyloxycaibonyl, halo or hydroxyalkyl ; 
p is an integer equal lo zero, 1,2 or 3 ; 

alkyl is a straight or branched saturated hydrocarbon radical having from 1 
to 6 carbon atoms ; or is a cyclic saturated hydrocarbon (cycloalkyl) 
radical having from 3 to 7 carbon atoms ; or is a cyclic saturated 
hydrocarbon radical having from 3 to 7 carbon atoms attached to a 
straight or branched saturated hydrocarbon radical having from 1 to 6 
carbon atoms; wherein each carbon atom may be optionally 
substituted with amino, nitro, thio, hydroxy, oxo, cyano, formyl or 
carboxy ; 

alkenyl is an alkyl radical having one or more double bonds ; 

Ar is a homocycle selected from the group of phenyl and naphthyl, each 
optionally substituted with one or more substituents, each substituent 
independently selected from the group of hydroxy, alkyloxy, 
alkylcarbonyloxy, phenyloxy, phenylcarbonyloxy, polyhaloalkyloxy, 
halo, cyano, alkyl, polyhaloalkyl, alkyloxyalkyl, formyl, halofbrmyl, 
carboxy, alkyl carbonyl, alkyloxycarbonyl, aminocarbonyl, mono- or 
dialkylaminocarbonyl, phenylalkyl, phenyl, nitro, amino, mono- or 
dialkyl-amirto, thio, alkylthio or SOrCHy, 

halo is a substituent selected from the group of fluoro, chloro, bromo and 
iodo ; 

polyhaloalkyl is a straight or branched saturated hydrocarbon radical 
having from 1 to 6 carbon atoms or a cyclic saturated 
hydrocarbon radical having from 3 to 7carbon atoms, 
wherein one or more carbon atoms is substituted with one or 
more halo-atoms ; 

Het is a heterocyclic radical selected from the group of Het 1 , Het 2 and 
Het 3 ; wherein each heterocyclic radical Het 1 , Het 2 and Het 3 may 
optionally be substituted on a carbon and/or an heteroatom with halo, 
hydroxy, alkyloxy, alkyl, Ar, Ar-alkyl or pyridmyl. 

Het 1 is an aliphatic monocyclic heterocyclic radical selected from the 
group of pyrrolidinyl, dioxolyl, imidazolidinyl, pyrrazolidinyl, 
piperidinyl, dioxyl, morpholinyl, dithianyl, thioraorpholiny], 
piperazinyl and tctrahydrofuranyl ; 

Het 2 is a semi-aromatic monocyclic heterocyclic radical selected from the 
group of 2H-pyrrolyl 1 pyrrolinyl, imidazolinyl and pyrrazolinyl ; 
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Het 3 is an aromatic monocyclic heterocyclic radical selected from the 
group of pyrrolyl, pyrazolyl, imidazolyl, furanyl, thienyl, oxazoly), 
isoxazolyl, Ihiazolyl, isothiazolyl, pyridinyl, pyrirnidinyl, pyrazinyt, 
pyridazinyl and triaziny]; or an aromatic bicyclic heterocyclic radical 
selected from the group of quinolinyl, quinoxaliny), indolyl, 
benzimidazolyl, benzoxazolyl, benzisoxazolyl, benzothiazolyl, 
benzisothiazolyl, benzofuranyi and bcnzothienyl. 

Use according to claim 1, characterized in that R 1 is selected from the group of 
alkyloxy, Ar-alkyloxy, alkyl, polyhaloallcyl, alkyloxyalkyl, Ar-alkyl, Hel- 
alkyl, Ar, piperazinyl, pyrrolyl, thiazolyl, pyrrolidinyl and NR 9 R 10 wherein R 9 
and R 10 each independently are hydrogen, alkyl, Ar. Ar-alkyl, pyridinyl or 
alkyloxycarbonylalkyl. 

15 3. Use according to claim 1, characterized in that A=B and R 1 together form a 
radical selected from the group of Het 2 and Het 3 \ 

* 

4. Use according to claim 3, characterized in that A=B and R 1 together form a 
radical selected from the group of bcnzoxazolyl, thiazolyl, benzothiazolyl, 
20 benzimidazolyl and pyri midinyl . 

5.. Use according to any one of claims 1-4, characterized in that X is a covalent 
bond. 

25 6. Use according to any one of claims 1-5, characterized in that R 2 is alkyloxy or 
halo. 

7. Use according to any one of claims 1-6, characterized in that R 3 is selected 
from the group of phenylalkyl and naphthyl, each independently substituted 

30 with at least one substituent selected from the group of halo, alkyloxycarbonyl, 

hydroxy, alkyloxy and diaJUcylaminocarbonyl. 

8. Use according to claim 1 , in which A=B is C^O or SOz, R 1 is alkyloxy, 
alkyloxyalkyl, Ar or NR'R 10 , wherein R 9 and R 10 each independently are 

35 hydrogen or Ar ; or A=B and R 1 together form a benzoxazolyl radical ; p is 

zero, R 3 is benzyl optionally substituted with hydroxy or alkyloxycarbonyl and 
R 4 and R 5 each are hydrogen. 
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9. Use according to claim 1 , wherein the compound is selected from the group of 

- 4-[pr(l-benzoyl^phenyI-4-jiperidiryl)-l//-imidazoJ-l-yl3methyl]- 
methylbenzoate ; 

5 - l-ewoxycarbonyl^phenyl-4-[Hl-T^nyte^ 

piperidine ; 

- 4-{[2-[] -(2-benzoxazoryl>4-phenyM-piperidinyl]- 1 W-imidazol- 1 - 
yJ)methyl]-rnethy!benzoate ; 

- l-ben:»yM-phenyl^[KphenylmethylHff^ ; 
10 - l-brazoyM-phenyM-[Hl-phenylethyl)-W^ ; 

- N,4KliphenyM-[l-(phenyJniethyJ)-l/f-3midazoI-2-yl]-l-piperidUnc- 
sulfonamide ; 

- l-e^oxycarbonyl-4-phenyl-4-[Hpherjylrnethyl)- 1 7/-imidazol-2-yrj- 
piperidine ; 

15 - HmethoxyacetyIM-phenyl^[Hl-phenylethyl)-l«-imidazol-2-yl]- 

piperidine ; 

- [4-(l-Berizyl-l//-ur)idazol-2-yl)-4-phenyl-piperidin- l-y!j>(3 1 5-dimethyl- 
phenyl)-methanone ; 

- 4- ( 2-[ 1 -(2-MelhoAy-acetylH-P nen y^P 1 P eri< ^ n ^yn-»^idazol-l - 
20 ylmethyl } -methylbenzoate ; 1 

- 4-(l-BenzyI- 1 #-imidazol~2-yl)-4-phenyl-l -thiazol-2-yl -piperidine ; 

- 2-{4-Phenyl-4-[l-(l -phenyl-ethyl>]K-imidazol-2-yl]-piperidin-l-yI J- 
• benzo-oxazole ; 

- I -[4-{ 1 -B enzyl- 1 fT-iirudazol-2-yI)^phenyl-pir^oUn-l-yl]-2-rnethoxy- 
25 ethanone ; and 

- 2-[4-(l~Benzyl-l/Mimdazol-2-ylM-phenyl-pipe^ 

10. Use according to any one of claims 1-9, characterized in that the central 
nervous system disorder is selected from the group of mood disorders, 

30 depressive disorders, anxiety disorders, stress-related disorders associated 

with depression and/or anxiety and eating disorders or a combination thereof. 

1 1. Use according to claim ]0, characterized in thai the central nervous system 
disorder is a depressive and/or anxiety disorder. 

35 

1 2. Use according to any one of claims 1-11, characterized in' that the compounds 
according to Formula (I), the pharmaceutically acceptable acid or base 
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addition salts thereof, the sterepchemically isomeric forms thereof, the 
tautomeric forms thereof and the //-oxide forms thereof are co-administered 
with other agents, in particular antidepressant, antianxiety and/or 
antipsychotic agents. 

Use according to claim 12, in that the compounds according to Formula (I), 
the pharmaceutical] y acceptable acid or base addition salts thereof, the 
stereochemical^ isomeric forms thereof, the tautomeric forms thereof and the 
N-oxide forms thereof and the other agents may be present as a combined 
preparation for simultaneous, separate or sequential use. 

Method of Oneating a human suffering from a central nervous system disorder, 
in particular a mood disorders, depressive disorders, anxiety disorders, stress- 
related disorders associated with depression and/or anxiety and eating 
disorders or any combination thereof, which comprises administering to the 
human in need of such a treatment a therapeutically effective amount of a 
compound according to Formula (I), the pharmaccutically acceptable acid or 
base addition salts thereof, the stereochemical ly isomeric forms thereof, the 
tautomeric forms thereof and the //-oxide forms thereof. 



